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" NDA 86-683

Purepac Pharmaceutical Company
Attention: Mr. Sand{ Feldman
200 Elmora Avenue

Elfzabeth, NJ 07207

Gentlemen:

Reference is made to your abbreviated new drug appl 1cation submitted pursuant

‘to Section 505(b) of the Federal Food, Drug, and Cosmetic Act for Acetaminophen

300 mg. with Codeine Phosphate 60 mg. Tablets.

Reference is alsd made to cmiutim dated January 25, 1979, relating
to the labeling and contrel {aforwmatiom.

We have completed the review of this abbreviated new drug application.
However, before we are able to resch a final conclusion, the following additionatl
information is necessary: : .

1. Submit twelve copfes of the final printed container labels identical
in content to the draft copies submittedion September 18, 1978.

2. 24 month expiration dating: Ve are unable to reach any conclusion
based on the date submitted. It s recommended that data be obtained
for production lots at challenge conditions (high heat and humidity),
to justify the proposed expiration dating prior to approval.

Samples and methodology hasie been subiiitted to our laboratory for evaluation.
We will correspond with you on completion of their studies.

Please let us havé your response promptly.
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NDA 86-683

Purepac Pharmaceutical Co.
Division Drugs, Inc. '
- Attention: Sand{ Feldman
- 200 Elmora Avenue
Elizabeth, N 07207

Gcntl-cn;

We acknowledge the receipt of your abbreviated new drug application
submitted pursuant to Sectfom 505(b) of the Federel Food, Drwg, and
Cosmetic Act for the following:

NAME OF DRUG: Acstaminophen 300 mg. with Codeine Phosphate 60 mg. Tablets
DATE OF APPLICATION: September 18, 1973 .

DATE OF RECEIPT: September 19, 1978

We will correspond with you further after we have had the opportunity to
review the application.

Please identify my communications coacerning this application with the
NDA number show®\ above.
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Purepsc Pharmacestfoal Conpiny
Attention: Sand! Feldnem *
200 Elmors Avemwe :
Elfzabeth, W VI20F

Gentlenen: '

Reference is made to youwr mmm.m 2‘“‘%10.

] submitisd persmat h Sast so(») d

Comutic Agt Por Acotamtaotan :an. phasplate 60 mp. Tablets. |
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-

5. Include a cartificagion mu-n fres '
that the metheds used 1a, and the
facilities and contrels used for, the mesnfactwre, processing,
packing, and helding of the drug are i Gmfornity with cerreat good
-nﬁgmnmaummumaum (CFR) of the
regulations.

Plesse Tet us have your respenss prempily.
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DEPARTMENT OF HEALTH, EDOUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

5600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN usmnm o8
(Title 21, Code of Federal Regulations, § 314.1) m W‘m

Name of applicant _Furepac Pharmaceutdcal Co., Division Drugs, I¥ic,

Form Approved
OMB No. 57-R0003

Address 206 Elmora Avemie, 'El:l.za.be'c.hl New Jersey 07207
SEP 1 8 1978

Date

Name of new drug _Acetaminophen with Codeine Phosphate Tablets 60 mg.

[ original spplication (reguistion § 314.1). d Amendment to abbrevisted, unapproved application
(regulation § 3146).

(] Amendment to Oﬂsma' unspproved application [ supptement to an approved application (reguiation § 314.8).

{requiation § 314.6) .
(X] Avbreviated application (regulation § 314.1(f)). [C] Amendment to supplement to sn approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food, Drug, and
Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for the drug will prescribe,
recommend, or suggest its use only under the conditions stated in the labeling which is part of this application; and if the
article is a prescription-drug, it is understood that any labeling which furnishes or purports to furnish information for use or
which prescribes, recommends, or suggests a dosage for use of the drug will contain the same information for its use,

including indications, effects, dosages, routes, methods, ang

accord with §201.100 (21 CFR 201.100). It is uny
. nroduced until an approved supplement to the ap;
Jther provisions of §314.8 of the new-drug regula

Attached hereto, submitted in the form de
this application are the following:

1. Tabte of contents. The table of contents shouid spajfh
volume number and the page number in which the complée
detailed itern is located and the voiume number and the
number in which the summary of that item is located (if sny). N

2. Summary. A summary demonstrating that the application is
well-organized, adequately tabulsted, statistically snalyzed (where
approprigte}, and coherent and that it presents g sound basis for
the approval requested. The summary shouid include the following
information: (In lieu of the outline described beliow and the
evaluation described in Item 3, and expanded summary and
evaluation as outlined in §314.1(d) of the new-drug reguistions
may be submitted to facilitate the review of this applicstion.)

a. Chemistry.

i Chemical structural formuls or dwvon for sny mdrw
substance.

ii, Relationship to other chemically or pharmecoiogically
. relgted drugs.

iii. Description of dossge form snd quantitative compasition.

b. Scientitfic rationale and purposs the drug is to serve.

c. Refsrence number of the investigstional drug noticels)
under which this drug was investigated and of any notice,
new-drug application, or master file of which any contents are
being incorporated by reference to support this application.

d. Preclinicail studies. (Present all findings including ail adverse
experiences which may be interpreted as incidents! of not
drug-related. Refer to date and page number of the investigational
drug noticels) or.the volume and page number of this appluhon
where complete data and reports appeasr.)

i. Pharmacology ({(pharmacodynsmics, endocrinology,
.ngtabolism, etc.). .

it. Toxicology and pathology: Acute toxicity studies; subacute
and chronic toxicity studies; reproduction and teratology studies;
misceilaneous studies.

FD FORM 356H (8/77)

and duration of administration, any relevant warnings,
ipINn the labeling which is part of this application in
Mygations in this application apply to the drug
or the change is made in conformance with

i, Doa-nnm studies.

iit. Controlled clinical studies.

iv. Other clinical studies (for exsmple, uncontrolled or
incompletely controlled studies).

v. Clinics! isborstory studies reisted to effectiveness.

vi Clinical lasboratory studies reisted 10 safety.

vii, Summary of litersture and unpublished reports aveilsble to
the applicant.

3. Evatustion of safety and effectivensss. 3. Summarize
separately the favorsbie and unfavorsble evidence for eech claim
in the package lsbeling. Inciude refersnces to the volume and page .
nsmber in the application and in any documents incorporated by
reference whers the compiete data and reports mey be found.

b Inciude tabulstion of all side effects or adverse experience,
by age, sex, and dosege formuiation, whether or not considered to
be significant, showing whether administration of the drug was
stopped and showing e INVEStIGETOr's NEMe with a referencs to
the volume and page number in the “spplication and any
documents incorporated by referencs whers the compliets date
and reports may be found. Indicste those side effects or adverse
experiences considered 1o be drug-retsted.

4. Copiss of the labsl and a¥l other lsbeling to be used for the
drug (s total of 12 copies it in finsl printed torm, 4 copies if in
draft foam):

a. Ebch label, or other iabeling, should be clearly identitied to
show its position on, or the manner in which it sccompenies, the
market package.

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHUASTED.



b If the drug is to be offered over the counter, labeling on or
within the retail package shouid inciude adequate directions for
use by the layman under ail the conditions for which the drug is
intended for lay use or is to be prescribed, recommended, or
suggestad in any labeling or advertising spoisored by or on behalf
of the applicant’ and directed t0 the layman. |f the drug is
inmtended or offered for uses under the professional supervision of
a practitioner licenssed by law tO r;minin« it, the application
should also contain labeling thdt includes adequste informstion
for all such uses, including all the purposes for which the
over-the-counter drug is to be advertised to, or represented for use
by, physicians. ‘

c. If the drug is limited in its labeling to uss under the
professional supervision of a practitioner licensed by law to
administer it, its labeling shouid bear information for use under
which such practitioners can use the drug for the purposes for
which it is intended, inciuding 8il the purposss for which it
it is to be advertised or represented, in accord with §$201.100
{21 CFR 201.100). The application should include any labeling
for the drug intended to be made svailable to the layman.

d. If no established name exists for a newdrug substance, the
applicstion shall propose a nonpropristary name for uss as the
established name for the substance. .

e Typewritten or other draft labeling copy may be submitted
for preliminery considerstion of an application. An application
will not ordinarily be spproved prior to the submission of the final
printed iasbel and labeling of the drug.

£ No application may be approved if the labeling is faise or

misleading in any particulsr.
When mailing pieces, any other Isbeling, or advertising copy are
devised for promotion of the new drug, sampies shall be submitted
at the time of initial dissemination of such labeling and st the time
of initial placement of nay such adwertising for a prescription drug
(see §310.300 of the new-drug reguistiors). Approval of &
supplementa! new-drug application is required prior to use of sny
promotional claims not covered by the approved application.)

5. A statement as t0 whether the drug is (or is not) limited in
its labeling and by this apptlicstion to use under the profemsionst
supervision of a practitionsr licersed by law to administer it

8. A full list of the articles used as components of the drug. -

This list should inctuds all substances used in the synthesis,
axtraction, or other method of preperation of any new-drug
substance, and in the prepsrstion of the finished dosage form,
regardiess of whether they undergo chemical changs or sre
removed in the process. Each substance should be identified by its
astablished name, if any, or complete chemicsli name, using
structural formulas when necessary tor specific identification. if
any propristary preparstion i used as 8 component, the
_proprietary name should be followed by a compiets quantitative
statement of composition. Reasonable sliternstives for any listed
substance may be specified.

7. A full statement of the compggition of the drug. The
statement shall set forth the name and amount of esch ingredient,
whether active or not, contained in 8 stated quantity of the drug
in the form in which it is to be distributed (for exampie, amount
per tablet or per milliliter) snd & betch formuls representative of
that to be employed for the menufacture of the finished dossge
form. All components should be included in the batch formutla
regardiess of whether they sppesr in the finished product. Any
calculated excess of an ing”-xdient over the label deciarstion shouid
be designated as such snd percent sxcess shown. Ressonable
varigtions may be specified. :

8. A full description of the methods used in, and the facilities
and controls used for, the manufacture, proceming, snd packing of
drug. Included in this description shouid be full informstion with
respect t0 any new-drug substance and to the new-drug dossge

form, as follows, in sufficient detsil to permit evatuation of the =

adequacy of the described methods of manufacture, processing,
and packing and the described facilities and controis to determine
and preserve the identity, strength, quality, and purity of the
drug:

a. A description of the physical facilities inctuding building and
equipment used in manufacturing, processing, packaging labeling,
storage, and control operstions.

b. A description of the qualifications, including educational
background and experience, of the technical and profesional
personnel who are responsible for sssuring that the drug has the
safety, identity, strength, quelity, and purity it purports or is
represented to possess, and a statement of their responsibilities.

< The methods used in the synthesis, extraction, isolation, or
purification of any new-drug substance. When the specifications
and control applied to such substance are inadegquate in themseives
to determine its identity, strength, quality, and purity, the
methods shouid be desxcribed in sufficient detail, including
quantities used, times, temperstures, pH, solvents, etc., to.
determine these characteristics. Alternative methods or varigtions
in methods within reasonable limits thst do not affect such
characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength, quality, and
purity of the raw materials, whether active or not, including the
specificstions for acceptance and methods of testing for each lot
of raw material.

e. Whether or not esch lot of raw materials is given 3 serial
number to -identify it, snd the use made of such numbers in
subsequent plant operations. ’

£ If the applicent does not himssit perform ail the
menufacturing, processing, pasckaging, isbeling, .and controt
operstions for any new-drug substance or the newdrug dosage
form, his staterment identifying each person who will perform any
pert of such operstions and designsting the pert; and a signed
staterment from each such person fully describing, directly or by
reference, the methods, facilities, and controis in his pert of the
operation.

g Method of preperation of the master formula records and .
individual bstch records snd manner in which thess records are
used. .

h. The instructions used in the manufacturing, processing
peckaging, and labeling of ssch dosage form of the new drug,
including any specisi preceutions observed in the operations.

i Adequste information with respect to the characteristics of
and the test methods employed for the container, closure, or other
component parts of the drug peckage to assure their suitability for
the imended use.

i Number of individusis checking weight or volume of each -
individual ingredient entering into each betch of the drug.

k. Whether or not the total weight or volume of esch batch is
determined st any stege of the menufscturing proces subssquent
to msking up 8 batch according to the formula card and, if so, at
what stage and by whom it is done.

I. Precautions to check the sctust package yietd produced
from a betch of the drug with the theorstical yield. This should -
include a description of the accounting for such iterns as discards,
breskage, otc., and the criteris used in accepting or rejecting
batches of drugs in the event of an unexpisined discrepency.

m, Precautions t0 assure that each iot of the drug is packaged
with the proper iabel and labeling, including provisions for labeling
storage snd inventory control.

n. The analytical controis used during the various stages of the
menufscturing, procesing, packsging, and labeling of the drug,
including a detsiled description of the collection of samples and
the snalytical procedures to which they sre subjected. The

" analytical procedures should be capsble of determining the active

components within a reasonsble degree of accurscy and of
aswiring the identity of such components. If the srticle is one that
is represented to be sterile, the same information with regard to the
menufscturing, processing, peckaging, and the coilection of
samples of the drug shouid be given for sterility controis. Include
the stenderds usad for acceptance of each lot of the finished drug.

' ar An explanstion of the exsct significance of the batch
control numbers usad in the manufacturing, processing, packaging,
and labeling of the drug, including the control numbers that

appesr on the label of the finished article. State whether these

numbers enable determination of the complete manutacturing



history of the product. Describe any methods ussd to permit
determination of the distribution of any batch if its recall is
required.

p. A complete description of, and data derived from, studies
of the stability of the drug, including information showing the
sutitability of the analytical method used. Describe any additional
stability studies underway or contempisted. Stahjlity data should
be submitted for any new-drug substance, for the finished dosage
form of the drug in the container in which it is to be marketed,
including any proposed muitipie-doss container, and if it is to be
put into solution at the time of dispensing, for the solution
prepared as directed. State the expiration date(s) that will be used
on the label to preserve the ndcmutv, strength, quality, and purity
of the drug until it is used. (If no expiration date is proposad, the
applicant must justify its absence.)

q. Additional procedures employed which sre designed to

prevent contamination and otherwise assure proper controi of the
product.
(An application may be refused uniess it includes adequate
information showing that the mathods used in, and the facilities
and controls used for, the manufacturing, processing, and
packaging of the drug are adequaste to preserve its identity,
strength, quality, and purity in conformity with good
manufacturing practice and identifies esch establishment, showing
the location of the plant conducting these operstions.)

9. Sampies of the drug and articles used as components, a8
follows: a. The following sampies shall be submitted with the
application or as soon thereafter as they become awailable. Each
sampie shall consist of four identical, separately packaged
subdivisions, each containing at lesst three times the amount
required to perform the laboratory test procedures described in
the application to determine compliance with its control
specifications for identity and assays:

i A representative sample or sampies of the finished dosage’
form{s) proposed in the application and empioyed in the clinical
investigations and 8 representative sample or samples of each
new-drug substance, as defined in §310.3(g), from the betches(es)
employed in the production of such dosage form(s).

il A representative sample or samples of finished merket
packages of each dosage form of the drug prepered for inital
marketing and, if any such sample is not from a commerciai-scsie
production batch, such a sample from a representstive
commercial-scale production batch; and a representative samplie or
samples of each new-drug substancs as defined in §310.3(g) of the
new-drug regulations, from the batch(es) employed in the
production of such dosage form(s). )

iii. A sampls or samples of any reference standard and biank
used in the procedures described in the applicstion for ameying
aach new-drug substance and cther asssyed components of the
finished drug; Provided, however, Thet sampies of reference
standards recognized in the officisl U.S. Phermecopeis or The
National Formutary need not be submitted uniess requested.

& Additional samples shall be submitted on request.

c. Each of the samples submitted shall be appropriately
packaged and labeled to preserve its cheracteristics, to identify
the material and the quantity in sach subdivision of the sample,
and to identify each subdivision with name of the applicant and
the new-drug application to which it reistes

d. There shail be included 8 full list of the sampies submitted
pursuant to Item 9s; 3 statement of the additions! samples that
will be submitted as soon as available; and, with respect to sach
sampie submitted, full information with respect to its identity, the
origin of any new-drug substance contined therein (including in
the cass of new-drug substances, a statement whether it wes
produced on a laboratory, pilot-plant, or full-production scale)
and detailed resuits of all (aborstory tests made to determine the
‘dentity, strengthy, quality, and purity of the batch represented by
ne sample, including assays. Include for any reference standard 3
complete description of its preparstion and the results of all
laboratory tests on it. If the test methods used differed from those
described in the application, full details of the methods employed

in obtaining the reported resuits shall be submitted.

e. The requirements of Item Sa may be waived in whole or in
pert on request of the applicant or otherwise when any such
samples are not necessary. i

f. If samples of the drug are sent under seperate cover, they
shouid be addressad t0 the attention of the Buresu of Drugs and
identified on the outside of the shipping carton with the name of
the applicant and the name of the drug s shown on the
application.

10. Full reports of prectinicsl investigations thst have been
madse to show whether or not the drug is safe for use and stfective
use. 8. An spplication may be refused uniess it contains full
reports of adequate preclinical tests by all methods ressonably
applicable 10 a determination of the safety and effectiveness of the
drug under the conditions of use suggested in the proposed
labeling.

& Detailed reports of the preclinical investigations, including
sl studies mede on lsborstory animels, the methods used, and the
resuits obtained, should be clesrly st forth. Such information
should include identification of the person who conducted aach
investigation, 8 statement of where the investigstions were
conducted, and where the underfying date are availsbie for
inspection. The animsl studies may not be considersd adequate
uniess they give proper sttention to the conditions of uss
recommended in the proposed lsbeting for the drug such as, for
example, whether the drug is for short-or long-term administration
or whether it is to be usad in infants, children, pregnant women,
or women of child-besring potential.

c. Detaited reports of any pertinent microbiological and in
vitro studies.

d Summerize snd provide a list of litersture references (it
available) to all other preclinical information known to the
applicant, whether published or unpublished, that is pertinent to
an evalustion of the safety or effectiveness of the drug.

11. List of investigators. 2. A compiate list of all investigators
supplied with the drug including the name and post office address
of esch investigator and, following each name, the volume and
page references to the investigstor’s report(s) in this application
and in any documents incorporated by reference, or the
expisnation of the omission of any reports.

b, The unexplained omission of any reports of investigations
made with the new drug by the applicant, or submitted t© him by
an investigstor, or the unexplained omission of any pertinent
reports of investigations or clinical experience recsived or
otherwise obtained by the applicant from published literature or
other sources, whether or not it wouid bias an evalustion of the
safety of the drug or its effectivensss in use, may constitute
gounds for the nfunl or withdrawel of the approval of an
application.

12. hlmﬂwmmmmm
t0 show whether or not the drug is ssfe for use and effective in
e, 3. An applicstion may be refused uniess it contsins fuil
reports of adequate tests by all methods ressonably applicable to
show whether or not the drug is safe and effective for use as
suggested in the labeling.

& An spplication may be refused uniess it inciudes substantisl
evidence consisting of adequste and weil-controlled investigstions,

_including clinical investigations, by experts qualified by scientific

training and experience to vakuste the effectiveness of the drug
invoived, on the basis of which it could feirly and responsibly be
conciuded by such experts that the drug will have the effect it
purports or is represented to have under the conditions of use
proscribed, recommended, recommended, or suggested in the

c. Reports of all clinical tests sporsored by the applicant or
received or other wise obtained by the spplicant shouid be
attached. These repoms should include adequate information
conceming esch subject treated with the drug or emploved a3 a
control, including age, sex, conditions trested, dosage, frequency
of administration of the drug, results of all reltevant clincial
observations and laboratory sxaminations made, full information



concerning any other treatment given previously or concurrently,
and a full statement of adverse effects and useful results observed,
together with an opinion as to whether such effects or. results sre
atributable to the drug under investigation and a statement of
where the underlying data are available fgr inspection. Ordinerily,
the reports of clinical studies will not be regerded as adequate
unless they include reports from more thap one independent,
competent investigator who maintsins adequate case histories of
an adequate number of subjects, designed to record cbsarvations
and permit evalugtion of any and all discernible effects
attributable to the drug in sech individual treated and comparable
"récords on any individuals employed as controis.’ An application
for a combination drug may be refused unless there is substantisl
evidence that each ingredient designsted as active makes a
contribution to the total effact claimed for the drug combination.
Except when the disease for which the drug is being tested occurs
with such infrequency in the United Ststes as to make testing
impractical, some of the investigations should be performed by
competent investigators within the United States.

d. Attach as a separate section a completed Form FD-1639,
Orug Experience Report (obtainsble, with instructions, on request
from the Food and Drug Administration, Depsrtment of HEW.
5600 Fishers Lane, Rockville, Maryland 20852), for sach atverss
experience or, if feasible, for each subject or patient experiencing
one or more adverse effacts, described in Item 12¢, whether or not
full information is available. Form FD-1839 shouid be prepared by
the applicant it the adverss experience was not reported in such
form by the investigator. The Drug Experience Report should be
cross-referenced to any narrative description inciuded in item 12¢.
In lieu of a FD Form 1639, a computer-genersted report may be
submitted if equivalent in all elements of information with the
identical enumersted sequence of events and methods of
completion; all formats proposed for such use will require initiat
review and approvsi by thi Eood and Drug Administration.

e. All information pe to an evaluation of the safety and
effectiveness of the drug received or otherwise cbtained by the
applicant from any source, including informetion derived from
other investigations or commerciat marketing (for sxample,

outside the United States), or reports in the scientific literature,
involving the drug that is the subject of the application and reisted
drugs. An adequste summary may be acceptable in lieu of a
reprint of a published report which only supports other data
submitted. Reprints are not required of reports in designated
journals, listed in §310.9 of the new-drug reguistions, about
related drugs; a bibliography will suffice. include the evaluation of
the safaty or effectiveness of the drug that has besn made by the
applicant’s medical depgrtment, expert committee, or consultants.

f. If the drug s a combination of previously investigated or
marketed drugs, an adequats summary of preexisting information
from preclinical and clinical investigation and experience with its
components, including all reports received or otherwise obtsined
by the spplicant suggesting side effects, contraindications, and
ineffectiveness in uss of such components. Such summary should
include an adequste bibliography of publications about the
components and msy incorporste Dy reference informstion
concerning such components previously submitted by the
applicant to the Food and Drug Administration.

2 The complets composition and/or method of manufacture
of the new drug used in sech submitted report of investigation
should be shown to the extent necesssry to establish its identity,
strength, quality, and purity if it differs from the description in
Item 6, 7, or 8 of the application.

A. In vivo bicavailability data or information to permit waiver
of this requirement in accordance with Subpart B of Part 320 (21
CFR Part 320, Subpart 8).

13. if this s a supplementsl spplicstion, full informetion on
ech proposed changd conceming any stetement made in the
spproved spplication. -
Observe the provisions of §314.8 of the new-drug regulations
concerning supplemental applications.

14. (Ressrved]

15. The 2pplicant is required to submit an environmental
impact analysis report analyzing the environments! impact of the
menufacturing process and the ultimete use or consumption of the
drug pursuant to §6.1 of this chapter.

Purepac Pharmmaceutical Co., Division Drugs, Inc.

{Applicang)

por _Sandd 'Feldman

IRW‘N: official or agant)

Dikector, Regulatory Affairs

(Indicate suthority)

(Warning: A wilifully false statement is a criminal offenss. U.S.C. Tittle 18, sec. 1001.)

Note: This application must be signed by the applicant or by an authorized attorney, agent, or official. I the applicant or

such authorized repressntstive does not reside or have a place of business within the United States, the application must also
furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official residing
or maintaining a place of business within the United States.



PUREPAC PHARMACEUTICAL CO.
DIVISION FRUGS, INC., . 200 SLMORA AVENUE  CLIZABETH, NEW JERSEY 07207

A TRUSTED NAME IN PHARMACY

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs c .
Office of Drug Monographs s
Bureau of Drugs (HFD-530) @ P
Dept. of Health, Education & Welfare \ [
5600 Fishers Lane Ly
Rockville, MD 20857 )

Re: Acetaminophen 300 mg w/Codeine Phosphate 60 mg
NDA 86=683

Dear Dr, Seife:

Reference is made to your letter dated February 23, 1979 concerning
the above referenced pending ANDA.

Enclosed you will find twelve copies of the final printed contairer W /;/r‘r
labels identical to the draft copies submitted on September 18, 1978.: il s
Also included in this submission are results obtained on a production
lot of the product stored at challenge conditions. This information
is in support of a 24 month expiration date.

Upon satisfactory completion of your laboratory evaluation of our
product samples and methodology, we look forward to a prompt approval
of this ANDA.

Sincerely,
PUREPAC PHARMACEUTICAL CO.

Jé“a-//__

Sandi Feldman,
Director, Regulatory Affair

SF:gm

Enclosures
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PUREPAC PHARMACEUTICAL CO.

DIVISON DRUGS, INC. 200 ELMORA AVENUE  ELIZABETH, NEW JERSEY 07207

A TRUSTED NAME IN PHARMACY
January 25, 1979

R‘S '

r:i
=z

Marvin Seife, M.D. NDA SN
Director : gw‘vlun'
Division of Generic anographs : -
0ffice of Drug Monographs

Bureau of Orugs ' . . FPL
Dept. of Health, Education & Welfare : _ : :
HFD-530

5600 Fishers Lane
Rockville, MD 20852 . :
) -REs Acetaminophen 300 mg. w/Codeine Phosphate
Dear Or. Seife: 60 mg. Tablets

: NDA 86-683

. Reference is made to your letter dated Oct. 27, 1978 (copy attached) -
concerning the above referenced pending Abbreviated New a'ug Applica-
tion. .

My response to your questions is as followss

Included in this submission, you will find revised final-
printed inserts in accord with the FDA guidelines.

1. I have also included the procedure for the content uniformity of -
Codeine Phosphate.

2, Stability Studiess

3. Container/closure system:
a. Container - High density polyesthylene, white opaque
b. Closure - wWhite, tin-plate with a pressed cardboard

liner coated wi th polyethylene

c. Inner Liner -wWaxed paper

d. Filler =Cotton

e, Stability was determined in this packaging sys
: show suitability for intended use. Also, I hgv
submission a DMF Authorization from
menufacturer of the container. The bottles urtl’m”w&%
ifications in the 4th supplement to the USP AIX and NF XIV
’ o«
“y

%,
‘\'f/.ﬂ'\gl(\\“«s's




- Th-6T
(2) :

4, Samples of this drug dosage form are included under separate
cover. ¢

Test Resutlts

Assays:

5. Attached, you will find certifications from the two outside
testing labs attesting to conformance with GMP, etc.

This information completely answers your comment letter, therefore,
I look forward to a prompt approval of this submission.

Sincerely,

PUREPAC PHARMACEUTICAL CO.
0IVISION DRUGS, INC.

o e ol —

Sandi Feldman .
Director, Regulatory Affairs

SFs jy , -



January 22,1979

We certify that the methods used in, and the facilities

and controls used for, the manufacture, processing, packing,
and holding of the drug are in conformity with current

good manufacturing practice in accord with part 210 & 211

(CFR) of the regulations, as it relates to tests preformed
at and by

Sincerely yours:

President



January 8, 1979

Gentlemen:

This is to inform you that all analysis which we perform

for are made in accordance with Good Manufacturing

. Practices as described in Code of Federal Regulatians Number
21, part 211.10, 211.30 and 211.40.

Very truly yours,

Director
IL:eh



